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2. Synthetic procedures and analytical data 2.1. Procedure and analytical data for amine 5a Scheme 1.
Tert-butyl 4-hydroxybenzylcarbamate (12)
4-hydroxybenzylamine (1.0 equiv.), (Boc) 2 O (1.1 equiv.) and NaHCO 3 (2.1 equiv.) were refluxed in methanol overnight (16 h). Afterwards, the reaction was cooled to rt and methanol was evaporated. To the resulting slurry, water and dichloromethane were added and the aqueous phase was extracted with dichloromethane. Organic layers were collected, washed with water, dried over anhydrous MgSO4 and evaporated, giving crude product as brown oil. The crude product was precipitated and washed with diethyl ether/petroleum ether (approx. 1:1) giving compound 12; Light brown solid, 99% yield; 1 
(4-((3,4-dichlorobenzyl)oxy)phenyl)methanamine (5a)
Tert-butyl 4-hydroxybenzylcarbamate 12 (1.0 equiv.), 3,4-benzyl chloride (1.5 equiv.), K 2 CO 3 (2.2 equiv.) were refluxed in acetonitrile overnight (16 h). Afterwards, the reaction was cooled to rt and the solvent was evaporated.
To the resulting solid, water and dichloromethane were added and the aqueous phase was extracted with dichloromethane. Organic layers were collected washed with water, dried over anhydrous MgSO 4 and evaporated, giving crude product as white-yellowish powder. Afterwards the amine was deprotected in presence of trifluoroacetic acid (20 equiv.) and DCM as solvent, the mixture was stirred at rt for 1.5 h. Water was added to stop the reaction and stirred for 5 min more, followed by washing with 2 times with DCM and once with water, to obtain the free amine in the aqueous phase. 
Procedure and analytical data for isocyanides 7
Scheme 2.
General procedure of the modified Leuckart Wallach formamide synthesis
The 10-undecenal or 5-hexen-2-one (1.0 equiv.), formamide (54.0 equiv.) and formic acid (11.5 equiv.) were refluxed at 180 °C for 1 h. Afterwards, the reaction was cooled to rt and extracted with DCM, organic layer was collected, washed with water, dried over anhydrous MgSO 4 and evaporated. The products were obtained without further purification.
N-(hex-5-en-2-yl)formamide (13a)
Brown oil, 90% yield; mixture of rotamers is observed, major rotamer is given; 1 
General procedure of the isocyanide synthesis
The corresponding formamides 10a and 10b (1.0 equiv.), triethylamine (4.0 equiv.) and DCM were put together in a round-bottom flask and cooled to 0 °C. Then POCl 3 (1.1 equiv.) was added dropwise and the reaction was stirred at rt for 3-4 h. After the reaction was completed, the products were poured into ice cold solution of NaHCO 3 and left to reach rt. The precipitated solid was filtered off and washed with DCM. The remaining water phase was extracted with DCM. Organic layers were collected, washed with water, dried over anhydrous MgSO 4 and evaporated. The resulting oils were purified on silica pad with copious amount of DCM, which was then collected and evaporated, giving the pure isocyanides 7a,b.
5-isocyanohex-1-ene (7a)
Brown oil, 87% yield; mixture of rotamers is observed, major rotamer is given; 1 
General procedure of the Ugi four-component reaction (U-4CR)
The corresponding amine 5 (1.0 equiv.), aldehyde 6 (1.0 equiv.), isocyanide 7 (1.0 equiv.) and acid 8 (1.0 equiv.) were dissolved in 2,2,2-trifluoroethanol (2 mL) and placed into a microwave vial which irradiated at 120 ºC for 60 min. Afterwards, the solvent was evaporated and the crude mixture was purified by flash chromatography (hexane-ethyl acetate) giving the corresponding compounds 4 (yields 15-60%) as yellow oils. N-(4-((3,4-dichlorobenzyl) 
Ethyl 6-chloro-3-(1-(

S-12
Ethyl 6-chloro-3-(1-(N-(3,4-dichlorobenzyl)pent-4-enamido)-2-oxo-2-(undec-10-en-1-ylamino)ethyl)-1H-indole-2-carboxylate (4h)
S-13
Ethyl 6-chloro-3-(2-oxo-1-(N-(3,4,5-trifluorobenzyl)hex-5-enamido)-2-(undec-10-en-1-ylamino)ethyl)-1H-indole-2-carboxylate (4j)
Ethyl 6-chloro-3-(1-(N-(4-((3,4-dichlorobenzyl)oxy)benzyl)undec-10-enamido)-2-oxo-2-(undec-10-en-1-ylamino)ethyl)-1H-indole-2-carboxylate (4k)
17%
General procedure for the ring-closure metathesis (RCM) reaction
The corresponding U-4CR compound 4 (1.0 equiv.) was dissolved in dry DCM and the second generation Grubbs catalyst (0.08 equiv.) was added under N 2 atmosphere. The reaction mixture was refluxed for 3 d. The solvent was evaporated and the crude mixture was purified by flash chromatography (hexane-ethyl acetate) giving the corresponding compounds 3 (yields 10-96%) as green-brown powders. (4-((3,4-dichlorobenzyl) 
Ethyl 6-chloro-3-(1-
Ethyl 6-chloro-3-(1-(4-((3,4-dichlorobenzyl)oxy)benzyl)-5-methyl-3,18-dioxo-1,4-diazacyclooctadec-8-en-2-yl)-1H-indole-2-carboxylate (3c)
26%
S-18
Ethyl 6-chloro-3-(1-(3,4-dichlorobenzyl)-3,18-dioxo-1,4-diazacyclooctadec-14-en-2-yl)-1H-indole-2-carboxylate (3h)
20%
Ethyl 6-chloro-3-(1-(3-methoxybenzyl)-3,18-dioxo-1,4-diazacyclooctadec-14-en-2-yl)-1H-indole-2-carboxylate (3i)
11%
Ethyl 6-chloro-3-(1-(4-((3,4-dichlorobenzyl)oxy)benzyl)-3,24-dioxo-1,4-diazacyclotetracos-14-en-2-yl)-1H-indole-2-carboxylate (3k)
30%
General procedure for the hydrogenation reactions
The corresponding RCM adduct 3 (1.0 equiv.) was stirred in methanol in a two-neck flask with a H 2 and N 2 supply. The solution was bubbled with N 2 to remove the remaining oxygen, 10% palladium on activated charcoal (1.0 equiv.) was added slowly and dissolved in methanol. The N 2 was removed and the H 2 was released and let flow for 1 h through the mixture. The crude reaction was filtrated over celite, the solvent was evaporated, giving the corresponding compounds 2 (yields 70-99%) as brown powders. -3-(1-(4-((3,4-dichlorobenzyl)oxy)benzyl)-5-methyl-3,12-dioxo-1,4-diazacyclododecan-2-yl) 77 (m, 3H), 1.63 -1.45 (m, 7H), 1.46 -1.19 (m, 34H) 
Ethyl 6-chloro
General procedure for the hydrolysis reaction
To a stirred solution of the corresponding compound 2 (1.0 equiv.) in ethanol-water (1:1), LiOH (10.0 equiv.) was added and the reaction mixture stirred at rt for 3 days. Afterwards, pH was adjusted to approximately 6 with the addition of 1 N HCl and then the reaction mixture extracted with DCM. The organic layer was separated, washed with water, dried over anhydrous MgSO 4 and evaporated, affording the corresponding compounds 1 (yields 11-70%) as a yellow-brown oils. -3-(1-(4-((3,4-dichlorobenzyl)oxy)benzyl)-5-methyl-3,12-dioxo-1,4-diazacyclododecan-2-yl) Table S1 . Results of the evaluation of inhibitory activity (K i values) of the compounds towards MDM2 using FP assay. 
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